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DETAILED ACTION 
Status of Claims 

Claims 1-5, 7, 9, 13, 15 and 16 are pending in this application. Claims 6, 8, 10- 
12 and 14 have been cancelled. This action is in response to the applicants' 
amendment filed on December 22, 2010. 

Withdrawn Rejections/Objections 

Applicant is notified that any outstanding rejection/objection that is not expressly 
maintained in this office action has been withdrawn or rendered moot in view of 
applicant's amendments and/or remarks. 

Claim Rejections - 35 USC § 1 12, 1 st paragraph 

Claim 9 remains rejected under 35 U.S.C. 112, first paragraph, because the 
specification, while being enabling for the inhibition of PDE 9A in vitro, does not 
reasonably provide enablement for treating an impairment of learning and/or memory 
which is a consequence of Alzheimer's disease. The specification does not enable any 
person skilled in the art to which it pertains, or with which it is most nearly connected, to 
use the invention commensurate in scope with these claims. 

Applicants have argued in a past action that there is a nexus between the testing 
they have performed in the specification and a use in carrying out the claimed methods. 
They point specifically to a document Van der Staay, Neuropharmacology, vol. 55, pp. 
908-91 8 (2008) to strengthen their belief that there is a nexus. Unfortunately, the 
specification of an application must be enabling as of the filing date (see MPEP 
2164.05(a)) thus any published documents supporting the concept of enablement must 
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be dated on or before the filing date of the current application. Here, the Van der Staay 
document is accepted on July 4, 2008, while the application was originally filed in 2005, 
thus the document, as well as the arguments used by the applicants referencing this 
document, can not be used to assist in teaching enablement of the current invention. 
This also holds true for other documents and references used to show enablement 
within the applicants' arguments such as Reymann et. al. (2007); Wunder et. al. (2005); 
and Lugnier, et. al. (2006). 

Contrary to the applicants' previous assertion on page 11 as to "providing no 
evidence to support why it doubts the truth or accuracy of the inventor's statements. . ." 
The examiner has provided documentation and discussed the aspects of the claims at 
length in a previous rejection. Particularly mentioned was the fact that many kinds of 
therapies have been investigated in the past, including Hydergine-LC (actually approved 
by the FDA for Alzheimer's Disease, but later determined to make the disease worse), 
Cu/Zn chelators (or Cu and Zn homeostasis regulators), endothelin B receptor agonists, 
a-TNF inhibitors, angiotensin II receptor antagonists, ACE inhibitors, EAA agonists 
(including partial agoinists), estrogens, metabotropic receptor agonists, muscarinic M2 
receptor antagonists, free-radical scavengers, butyrylcholinesterase inhibitors, 
cholinergic agonists, potassium-channel blockers, P38 kinase inhibitors, sigma-1 
Receptor Agonists, 5-HT1 A receptor antagonists, a secretase stimulants, and others. 

From this immense body of work, only two kinds of drugs ever emerged. Four 
Acetylcholinesterase inhibitors were found to have some limited value: tacrine 
(Cognex®, no longer clinically used); donepezil (Aricept®); galantamine 
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{Razadyne®/Reminy!®/Nivaiin®) and rivastigmine {Exelon®}. In addition, one voltage- 
dependent NMDA-antagonist, Memantine (Axura®/Akatinol@/Namenda®/Ebixa@) was 
also found effective. Categories of agents and techniques under investigation as of 
2010 include AB aggregation inhibitors, assorted antioxidants, y-Secretase modulators, 
y-Secretase inhibitors, NGF mimics, PPAR agonists, HMG-CoA reductase inhibitors 
(statins), Ampakines, Calcium channel blockers, GABA receptor antagonists, Glycogen 
synthase kinase inhibitors, Intravenous immunoglobulin, Muscarinic receptor agonists, 
cholinesterase inhibitors, Nicotinic receptor modulators, Passive AB immunization, 
Serotonin receptor antagonists, Active AB immunization, NGF gene therapy, H 3 - 
receptor antagonists, NSAIDs (including NO-NSAIDs and COX-2 Inhibitors), and CBi 
and CB 2 cannabinoid receptor agonists. It is or course entirely possible that one or 
more of these will eventually be made to work. However, as can be seen by the many, 
many categories of drugs which never panned out, simply being the subject of active 
investigation is no indication that enablement is present at that time. The skill level in 
this art is so low that only Acetylcholinesterase inhibitors and NMDA-antagonists have 
been made to work. 

Finally, there are several types of dementia, some of which are often confused 
with Alzheimer's disease, such as Multi-lnfarct dementia (MID). Multi-infarct dementia 
(MID) is the second most common cause of dementia (after Alzheimer's disease) in 
people over age 65. (http://www.nlm.nih.gov/medlineplus/ency/article/000746.htm, last 
accessed July 1 5, 201 0) As several of the symptoms are identical to dementia caused 
by Alzheimer's disease, it would be impossible to determine if a treatment was treating 
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"an impairment of learning and/or memory which is a consequence of Alzheimer's 

Disease" (as per claim 9) or whether the treatment was treating a type of dementia 

which is not caused by Alzheimer's disease. An additional complication is that there is 

no good physiological test for determining if one has Alzheimer's Disease; one must rely 

on assorted psychological tests. A definitive diagnosis of Alzheimer's Disease can only 

be done post mortem. No new matter permitted. Appropriate correction is required. 

Claim Rejections - 35 USC § 103 

The following is a quotation of 35 U.S.C. 103(a) which forms the basis for all 

obviousness rejections set forth in this Office action: 

(a) A patent may not be obtained though the invention is not identically disclosed 
or described as set forth in section 102 of this title, if the differences between the 
subject matter sought to be patented and the prior art are such that the subject 
matter as a whole would have been obvious at the time the invention was made 
to a person having ordinary skill in the art to which said subject matter pertains. 
Patentability shall not be negatived by the manner in which the invention was 
made. 

The factual inquiries set forth in Graham v. John Deere Co., 383 U.S. 1 , 148 
USPQ 459 (1966), that are applied for establishing a background for determining 
obviousness under 35 U.S.C. 103(a) are summarized as follows: 

1 . Determining the scope and contents of the prior art. 

2. Ascertaining the differences between the prior art and the claims at issue. 

3. Resolving the level of ordinary skill in the pertinent art. 

4. Considering objective evidence present in the application indicating 
obviousness or nonobviousness. 

Claim 1-4, 7, 9, 15 and 16 are rejected under 35 U.S.C. 103(a) as being 

unpatentable over Schmidt, et. al., GB 937,724 in view of In re Hass etal. (CCPA 1944) 

141 F2d 122 and 127, 60 USPQ 544 and 548; and In re Henze (CCPA 1950) 181 F2d 
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198, 85 USPQ261. 



The current application teaches a compound of Formula (I): 




Where X can be O; R 1 can be selected from 4-chlorophenyl; and R 2 can be 
selected from pentan-3-yl. 

The 724 patent teaches the following compound: 

EN 92553-22-5 CAPLUS 

CN lH-Pyrasolo [3 , 4-d] pyr iitiidin-4-ol, 6- (p-chlorobensyl) -1-isopropyl- (7CI) 



Which reads on a compound of the current application but for the isopropyl group 
for R 2 instead of a pentan-3-yl group. 

The CCPA has defined a homologous series as a family of chemically related 
compounds, the composition of which varies from member to member by a -CH 2 (one 
atom of carbon and two hydrogen). In re Coes, Jr. (CCPA 1949) 173 F2d 1012, 81 
USPQ 369. The Court of Appeals for the District of Columbia applied a broader 
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definition and defined a homolog (homologue) as a member of a series of compounds in 

which each member differs from the next member by a constant number of atoms. Carr. 

Pats.v. Deutsche Gold-und-Sllber, etc. (CADC 1 968) 397 F2d 656,1 57 USPQ 549. 

The "Hass-Henze Doctrine" evolved from three CCPA cases, viz., In re Hass et 

al. (CCPA 1944) 141 F2d 122 and 127, 60 USPQ 544 and 548; and In re Henze (CCPA 

1 950) 1 81 F2d 1 98, 85 USPQ 261 . In the Henze decision, the Court said: 

"The nature of homologues and the close relationship the physical and 
chemical properties of one member of a series bears to adjacent members 
is such that a presumption of unpatentability arises against a claim 
directed to a composition of matter, the adjacent homologue of which is 
old in the art. The burden is on the applicant to rebut that presumption by 
a showing that the claimed compound possesses unobvious or 
unexpected beneficial properties not actually possessed by the prior art 
homologue. It is immaterial that the prior art homologue may not be 
recognized or known to be useful for the same purpose or to possess the 
same properties as the claimed compound. The CCPA concluded that 
because the characteristics normally possessed by members of a 
homologous series are principally the same, varying gradually from 
member to member, chemists knowing the properties of one member of a 
series would in general know what to expect in adjacent members so that 
a mere difference in degree is not the marked superiority which will 
ordinarily remove the unpatentability of adjacent homologues of old 
substances. Contra, where no use for the prior art compound is known. In 
m Stemniski (CCPA 1971) 444 F2d 581 , 170 USPQ 343, and cases cited 
therein. Whether a compound is patentable over a prior art homologue or 
isomer is a question to be decided in each case. In re Hass ef al., supra." 



The 'Hass-Henze Doctrine" stands for the proposition that, "If that which appears 
at first blush to be obvious though new is shown by evidence not to be obvious then the 
evidence prevails over surmise or unsupported contention and rejection based on 
obviousness must fail." In re Papesch (CCPA 1 963) 31 5 F2d 381 , 1 37 USPQ 43, 48. 
The presumption that homologues are unpatentably obvious is an inference of fact, viz., 
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that adjacent homologs are expected to have similar properties which places a 'burden 
of persuasion' on the applicant who asserted a contrary fact. In re Mills (CCPA 1 960) 
281 F2d218, 126 USPQ513. 

Compounds that differ only by the presence of an extra methyl group are 
homologs. Homologs are of such close structural similarity that the disclosure of a 
compound renders prima facie obvious its homolog. The homolog is expected to be 
capable of preparation by the same method and to have the same properties. This 
expectation is then deemed the motivation for preparing homologs. Homologs are 
obvious even in the absence of a specific teaching to methylate, In re Wood 199 USPQ 
137; In re Hoke 195 USPQ 148; In re Lohr 137 USPQ 548; In re Magerlein 202 USPQ 
473; In re Wiechert 152 USPQ 249; Ex parte Henkel 130 USPQ 474; In re Fauque 121 
USPQ 425; In re Druey 138 USPQ 39. 

In all of these cases, the close structural similarity of two compounds differing by 
only one (or two) methyl groups sufficed; no specific teaching to methylate was present 
or required. None of these cases has been overruled and indeed the examiner is 
unaware of any post Lohr case in which motivation is required to put a methyl group on 
an old compound. 

One having ordinary skill in the art would have been motivated to prepare the 
instantly claimed compound because the isopropyl group is not critical to the synthesis 
of the final compound and such structurally homologous compounds are expected to 
possess similar properties. It has been held that compounds that are structurally 
homologous to prior art compounds are prima facie obvious, absent a showing of 
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unexpected results. In re Hass, 60 USPQ 544 (CCPA 1944); In re Henze, 85 USPQ 261 
(CCPA 1950). 

Schmidt, et. al., combined with In re Hass, In re Henze and Ex parte Weston 
shows the necessary teachings that suggest altering the isopropyl group to a pentan-3- 
yl group in the R 2 position in an attempt to enhance activity and afford a positive benefit 
from the replacement. 

Allowable Subject Matter 

Claims 5 and 13 are objected to as being dependent upon a rejected base claim, 
but would be allowable if rewritten in independent form including all of the limitations of 
the base claim and any intervening claims. 

Claims 5 and 1 3 are free of the prior art. The closest prior art is Schmidt, et. al., 
GB 937,724, which teaches a process of making a compound similar to Formula (I) but 
does not follow the same chemical process as the current application. 

Conclusion 

Claims 1-4, 7, 9, 15 and 16 is rejected. 
Claims 5 and 13 are objected. 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Jeffrey H. Murray whose telephone number is 571 -272- 
9023. The examiner can normally be reached on Mon.-Thurs. 7:30-6pm EST. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisors, Mr. James O. Wilson can be reached at 571 -272-0661 . The fax phone 
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number for the organization where this application or proceeding is assigned is 571 - 
273-8300. 

Information regarding the status of an application may be obtained from the 
Patent Application Information Retrieval (PAIR) system. Status information for 
published applications may be obtained from either Private PAIR or Public PAIR. 
Status information for unpublished applications is available through Private PAIR only. 
For more information about the PAIR system, see http://pair-direct.uspto.gov. Should 
you have questions on access to the Private PAIR system, contact the Electronic 
Business Center (EBC) at 866-217-9197 (toll-free). If you would like assistance from a 
USPTO Customer Service Representative or access to the automated information 
system, call 800-786-9199 (IN USA OR CANADA) or 571-272-1000. 

/Jeffrey H Murray/ 

Patent Examiner , Art Unit 1624 



